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SIR: 

No« cftwes Yoshl© Hay^shi who deposes ttnd ttates that: 

1. 7 atn a Professor of Oftparcmenc «f ^athAlogy, T«>kushina 
tiniveraity School oL Dentiitry located at ToVushima prefecture 
in Japan. I have been working for 20 years in the field of Che 
research of autoimmune disoases. especially Sjogren Syndrome. 

2. 1 am one of the inventors of tlie present appJication- 

3. The following experim«nt was carried out by we or under 
ny direct supervision and control in order to Investigate the 

inhibitory effect of human a-fodrlf» fra9inent protein on the on-going 
Sjogren Syndrome. 

(1) Test product; 

The inhibitory «ffocE on the on^oin? Sjogren Syndrome was 
carried out by U3if»9 the hujnan o-fodrln fragment protein, which 
is th« glutathiona S-transferase-o-fodrin fragra^nt protein fusion 
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procein* cbcaLned in accordance with Example 2 of the p'cB8«nt 
specification. 




That 13, MFS/sld mle?, 4, 5, and 7 weeks after op^raclon 
at postnatal day 3 i3d-TX), ufrre intr^vtnously dosed with i saline 
solution (25;/g/C.l ml) or the glutathione S-transfer<ase-« -foUr in 
fra^ent protein faslon protein or. *3 unt- rested control, o£ 
glutathione S-transferase (Mice eKaroined n* 5, 20 ;i g/week/head 
ivj . 

The mic« v«re autopsied B ve«lcs after th« operation at postnatal 
day 3. and the mean grade ot lesions was assessed by the method 
of Hhiee and Casar^tc uBin9 pachological indicators IJ'Ournal of 
ImmunoloQy, 112. pl^eU9')4)). 

(3) The results are shown in the following. 

Mean qt^de o^ lesions in HFS/sld wouse administered 
wjch cne human o-fodrin fraqraenc protein 



^3 Umfff^ 
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: ■ . idrTX liPS/5l<l mic« provide • knonri wurln* model of Sjogren 
Syndroii^(th« Joiirrai of Inununalogy^ 15J»2769), it. Is kno%«n 

thse (i) ^cowthof ijesions in th« ftubitandlbalar, parotid and ^ae^imal 
glands in- the^'se inljte is iifidica[tiv« of Sjogren Syndrwne, ar>d (iiJ 
significant s'yrhptcjms of Sjogren Syndrome are firsc founti arret 

'4-we«)cs', in the said models rKesult' and *riqur« 1' in p2l70-2?")j 
of th9 above Journal). Therefore, ceauLis ol creaunent after 4. 
S, 6, and 7-wfl«)ts in the said 3d-TX NFS/sld mice models indicate 
A" efficacy a^sinsi an ongoing Sjogren Syndtom*. 

Th«r results of this experiment show thac adminiscration of 
the hum»na'fodrin fragment protein to 5d-TX MfS/sld mice inhlbiCed 
the growth of lesions in the 5ub(tundibulsr, parotid and lacrimal 
ylands. Th*t is, treatment with human «-fodrin fragment prot«i«i 
after '(-weeks' inhibltied the symptoms ot sjogrea Syndrome. 

In contrast, the control mice that received only glutathione 
S-transferase, exhibited lesion growth. 



The results demonstrated above, and in i^xampie 4 or the patent 
application, confirm that treatment with thehuman a -fodrin f ragmant 
protein (obtained in accordance with Example 2) has a suppressive 
effect on ongoing and onset of Sjogren Syndrome. 

Thvs, the human tt-fodr in fragniftnc protein described in the 
present application and obtained through the methods described 
in Enawple 2 therein is » useful prophylactic and therapeutic ag«nt 
Cor autoimrtiune disease, particularly Sjogren Syndrome. 



4. It is declared by the undarsigncd that all statements 
made herein of undersigned's «v,n knowledge are true and that all 
statements made on information and belief are believed to be true; 
and further inai these scatemenc:^ were made with rh knowledge 
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that wtUful- raise 



3(axeni»ncs and the like so node ars piinl 



by fine imprieorment, or botn, uridtc 19 O.S.C. 1001. an^ th9t 
such willtul false ttatements may j»opar<}ite the validity ol this 
application or anylpacant iasuin^ c^ereon. 




This /J day of \juil%e , 2002 
Tokushina, Japan 
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